INTRODUCTION
Herpes gestationis (HG)l is a rare, intensely pruritic, vesiculobullous disease ofpregnancy. It usually begins during the second or third trimester, though it occasionally appears in the postpartum period. It may not develop until after multiple normal pregnancies, but once it appears it tends to occur earlier and to be more severe in subsequent pregnancies.
The immunopathologic hallmark of HG is the linear deposition of complement (C') along the dermalDr. Shornick is an immunodermatology research fellow. Dr. Gilliam is the recipient of a Research Career Development Award from the National Institutes of Health AM-00278.
Received for publication 8 HLA typing. HLA-A, B, and C typing was performed by a standard microcytotoxicity method (8) . DR typing was done on purified B cells separated by nylon wool adherence (9) . Typing sera were obtained from local donors and by exchange with other investigators. Patients were tested for 17 HLA-A antigens, 27 HLA-B antigens, 8 HLA-C antigens, and 10 HLA-DR antigens. Normal control individuals were Caucasian residents of the greater Dallas-Fort Worth area, typed in our laboratory using the same reagents.
The data were analyzed for statistical significance by the chi-square test with Yates' correction. P values were corrected for the number of antigens tested at each locus. Relative risks were calculated according to the formula of Woolf or Haldane as appropriate.
RESULTS
A complete listing of our HLA data is presented in Table I HLA-DR3 alone was also significantly associated with the development of HG (Pc < 0.005). HLA-Al, B8 and DR3 are in linkage disequilibrium in Caucasian populations. The small increase in HLA-B8 seen in our group is probably related to this fact. HLA-DR4 was also increased, but not significantly so. HLA-Cw3 is in linkage disequilibrium with DR4. The (statistically insignificant) increase in Cw3 appears to be due to this association.
There was no apparent relationship between HLA type and clinical disease activity, number of pregnancies before the onset of HG, duration of disease, or the tendency or severity of recurrence. There was no relationship between HLA type and the presence or absence of IgG along the BMZ by direct IF.
Exclusion ofthe three patients in whom the diagnosis was not confirmed by IF did not alter the statistical validity of our findings. The Pc after exclusion of these three patients is still <0.00001.
The relative risks associated with the antigens found to be increased in HG patients are also shown in was no history of other "autoimmune" diseases in any ofour patients, excluding the possibility that our results are due to coexistent disease. A possible explanation for the association of HLA-DR3 with apparently dissimilar diseases might be that the presence of HLA-B8, DR3 somehow contributes to a heightened state of immune responsiveness to either self or foreign antigenic stimuli.
The most interesting result of our study is the strong association of HG with the simultaneous presence of HLA-DR3 and DR4. Similar findings have also been associated with insulin-dependent diabetes mellitus (10) , but the combined occurrence there results from an increase in either antigen independently. None of our patients had a history of diabetes. There was no evidence of blood or urine glucose elevation even though many patients were being treated with systemic steroids for control of their blistering disease. All infants born to women in our group had birth weights in or below the expected normal range. Thus, we feel that we can confidently exclude the possibility of diabetes in all the members of our group.
It is important to stress that the presence of HLA-DR3, HLA-DR4, or the combination of the two is neither required nor sufficient to produce disease. HLA 
